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(54) Compositions containing 
amoxycillin trihydrate and 
potassium clavulanate 

(57) A dry unit-dose pharmaceutical 
composition suitable for oral 
administration comprises 20 mg to 



1 500 mg of amoxycfltin trihydrate, 20 
mg to 500 mg of potassium 
clavulanate and a pharmaceutlcally 
acceptable carrier with the proviso 
that the weight ratio of amoxycillin 
trihydrate to potassium clavulanate is 
from 6:1 to 1 :1. 
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SPECIFICATION 
Pharmaceutical compositions 
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The present invention relates to pharmaceutical compositions for oral administration in the 
treatment of bacterial infections, . . d •♦•^t, oo*««t Qn^^Hfiration No 1 241 844 as anti- 

for oral administration which <=onnposition compnses 20 mg to 1 5^ • . 

500 mg of potassium clavular>ate and a pharmaceuttcally ^°°«P*^°'^'=^rr' ^ " ^ 20 

""""moI^ suitably the weight ratio of amoxycillin trihydrate to potassium clavu.anate is from 5:1 to 
^'^ '*'^r^JJI"fi wU'hl^fatfos ^'amoxycillin trihydrate to potassium clavulanate vary from about 3:1 to 
about2:1 a ratio of about 2:1 being particularly preferred. i -75 mo to 1250 ma of 

In general the oral dosage unit of this '":'^."^'°/^Z 'lT^^^^o IIb loO 580 ^7 O or 1 OOO 
amoxycillin trihydrate for example it may contain about 225, 250, 290. 43b. suu, oou. o 

30 mg of amoxycillin trihydrate. win rontain from 40 to 300 mg of potassium 

in general the oral dosage ?f ^'^^•"^^^""i?? 7^' i ooT^O 125 1 50. 200 240 250 or SCO 
clavulanate for example it may contain about 50, 60, 75, 1 ou, i 

suitable amounts of 2o"r25 Tso\^l°^%'^o'^SolZs. 

aforementioned approximately 50, 60. 75. lOO'J^O. 125 150. zw, ^^^^^ powder or 

preferably pre-dried. carrier include microfine cellulose {as a filler), 

calciurcrrrn'at ^rmTgrermTa^b'^.^at^lura^^^^^^^^ carbonate, (as fillers,, starch ,as a 

disintegr^ant,andg.y.^^ 

delays ingress of moisture. Suitable agents for such fHm '^^Xfr'^^^^^ntional modifications. 

---rcoU"o^s=i^^^^^^ 

cannister. x..^t,«.. r.rr^wiHf.«5 a nackaaed pharmaceutical composition of enhanced 

Thus the present invention further provides a P^^^*^?^^^ moisture and which contains 

storage stability which comprises a contamer closed to prevent ingress 
one or more unit-dose compositions as hereinbefore descnbed. 
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It IS particularly advantageous to include a desiccant within the package 
Thus m a further aspect this invention provides a packaged pharmaceutical comoosition of 
enhanced storage stability which comprises a container closed to pre^nt fngress o^^ wh.Vh 
contams one or more unit-dose compositions as hereinbefore des^iberanSTdesPcc^nT ^""^ 

fo7LTmp,e^rn^rL;'^.ron"theT^^^^^^^ 

*n yet another aspect of this invention provides a method of prolonging the storaoe life of a 

Suitable containers and desiccants are as hereinbefore described 
hi»„H.T.^^'!^H^^^^ ^"""^ °* this invention may be frabicated in the conventional manner for example bv 
1 5 sS'tsVnd'th^r""^ *° 'nto capsules or blending and fimntimo 

hereinbefore dJrcrSwh-°K ^ '^'■°'=!f ^ preparation of preparing a composition as 

o^mpo Jtions compnses bringing into association the components of said 

20 to prevem fngress o?morsture°'"''°''''""= """" ''^"'^"^"^ ^ -'^-^^ - t»^en closed 

25 a dry itmo'sSer"'"^ examples, which Illustrate the invention, the compositions were formulated under 
EXAMPLE 1. 

Tablets of the following compositions were prepared: 
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Ingredients 


1 


mg per tablet 




Amoxycillin Trihydrate 


290 


290 


580 


580 


Potassium Clavulanate 


60 


150 


120 


300 


Colloidal Silica 


3.0 


3.8 


6.0 


7.6 


Sodium Starch Glycol late 
(dried) 


7.2 


8.9 


14.4 


17.8 


Magnesium Stearate 


5.0 


6.2 


10.0 


12.4 


Microcrystalllne Cellulose 
(Dried) to 


436.0 


550.0 


872.0 


1100.0 



The preparation of the tablets was carried out in a dry atmosphere (relative humidity less than 
EXAMPLE 2. 

tablet machine. The^aN^^s^trprpafed in a\a^^^^^^^ ^° ^^"'"^ °" ^ conventional 

30"..) °f the tablets was carried out in a dry atmosphere (relative humidity less than 

EXAMPLE 3. 

bottle^'ctosed with^it^^r^* ^° ""^ '^"'^'^ °^ Example 1 were packed in an amber glass bottle and the 
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included. 290/60 mg tablets were similarly prepared. 

After storage the potencies of the ingredients were found to be as follows: 



Strengtn 


Storage 
Period 




Stability (% of initial potency) 


Sto rage 
Temperatu re 

( °C) 


Trihydrate 

Amr^ wci 1 1 i n 


Potassium 
Clavulanate 


290/60 


Initial 




lUU 


1 00 






2 


20 


97 


100 








30 


99 


100 








37 


100 


98 






4 


30 


96 


101 








37 


96 


100 




290/150 


initial 




100 


100 






2 


, 30 


99 


105 








37 


99 


104 





Similar capped bottles may be prepared in which the molecular sieve is replaced by silica gel. 
After further storage the observed potencies for these forms were: 



Strength 


Storage 
Period 
(months) 


Storage 
Temp. ("C) 


Stability (% initial) 


Amoxycillin 
Trihydrate 


Potassium 
Clavulanate 


290/60 


8 


20 


99 


95 






30 


98 


90 




12 


20 


98 


95 


290/150 


4 


30 


96 


102 






37 


97 


100 




8 


20 


105 


99 






30 


101 


99 






37 


98 


95 




12 


20 


103 


101 






30 


97 


104 






37 


95 


99 



EXAMPLE 4. 



A sing^e-dose sachet containing a dry powder to be reconstituted with water before administration 
1 0 rnay be prepared containing the following: 



4 



GB 2 005 538 A 4 



10 



AmoxyciHin Trihydrate 
Potassium Clavulanate 
Buffering Agent 
Flavour 

Desiccating Agent 
Glidant 

Sugar to 

EXAMPLE 5. 

Tablets of the following compositions were prepared: 



mg per dose 

145 
75 
10.0 
55.0 
500.0 
20.0 
3300.0 



10 



Ingredient 


mg per tablet 


Amoxyoitlin Trihydrate 


equivalent to 125 mg of 
pure free non-hyd rated 
amoxycillin 


Potassium Clavulanate 


equivalent to 62.5 mg of 
pure clavulanic acid 


Cross-I i nked poly viny ipyrol 1 idone 
(drsintegrant) 


50.0 


Monoammonlum Glycrrhlzinate 
(flavour enhancer) 


15.0 


Flavours 


32.5 


Magnesium stearate (lubricant) 


20.0 


MicFociystal line cellulose to 


750.0 



After storage the potencies of the ingredients were found to be as follows: 



Storage 
Period 
(months) 


Storage 
Temp. 
(«C) 


Stability (% of initial potency) 


Amoxycillin 
trihydrate 


Potassium 
Clavulanate 


Initial 




100 


100 


2 


37 


102 


100 


4 


30 


98 


100 




37 


94 


101 


6 


20 


102 


96 




30 


99 


. 96 




37 


92 


91 



20 



EXAMPLE 6. 

Tablets of the following composition were prepared: 
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Ingredient 


mg/tablet 


Amoxycillin Tri hydrate 

Potassium ctavulanate 

Microfine Cellulose 
Sodium Starch Glycol late 
Magnesium Stearate 
Microcrystalllne Cellulose to 


equivalent to 250 mg of 
pure non-hyd rated 
amoxycillin 

equivalent to 125 mg of 
pure clavuianic acid 

100 

15 

3 

765 



machine. 



Storage 

Period 

(Months) 




Stability (% initial) 


Storage 
Temp. 
(«C). 


Amoxyci 1 lin 
Trihydrate 


Potassium 
Ciavulanate 


Initial 




100 


100 


2 


37 


97 


101 


4 


30 


100 


99 




37 


98 


99 


8 


20 


101 


98 




30 


97 


99 




37 


96 


100 



EXAMPLE 7. . 
Tablets of the following composition were prepared: 



Ingredient 


mg/tablet 


Amoxycillin Trihydrate 

Potassium ciavulanate 

Microcrystalline cellulose 
Cross-linked polyvinylpyroUldone 
Magnesium Stearate 
Glycine *o 


equivalent to 250 mg of 
pure non-hydrated 
amoxycillin 

equivalent to 125 mg of 
pure clavuianic acid 

250 

45 

11.8 
975 



'r^l ^:.TKvtrn*tXXr L;SX>ne w^e 'Sd to fine powders on a suUab.e nnacH.ne. tHe 
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10 



15 



20 



potassium clavulanate was passed through a 30 mesh screen, all three materials were then blended 
wtth a portion of the magnesium stearate and compressed to a uniform density on a suitable tablet 
machine. The pressed slugs were milled to produce granules of a uniform size and density and the 
remainder of the ingredients were then added. The mix was blended and compressed to tablets on a 
suitabie machme. 

Fifteen of the above tablets were put into an amber glass bottle and the bottle closed by a screw 
cap. The storage properties of the composition is illustrated by the following: 



Storage 

Period 

(months) 


Storage 
Temp. 


Stability (% initial) 


Amoxycillin 
TrI hydrate 


Potassium 
Clavulanate 


Initial 




100 


100 


2 


37 


100 


98 


4 


30 


99 


97 




37 


95 


95 



EXAMPLE 8. 

Tablets of the following composition were prepared: 



10 



Ingredient 



Amoxycillin trihydrate 

Potassium clavulanate 

Calcium Carbonate 

Heavy Magnesium Carbonate 
Cross-linked polyvlnylpyroll idone 
Magnesium Stearate 
Microcrystalline Cellulose to 



mg/ tablet 



equivalent to 250 mg of 
pure non-hyd rated 
amoxy ci 1 11 n 

equivalent to 125 mg of 
pure clavulanic acid 

175 

110 

75 

19.5 

1000 



The preceeding tablets were prepared as follows- 

30 n.i:^^^^7:::tn!P^l^^^^^^^^ were passed through a 

stearate. The mix was comDrp««>ri = microcrystalline celtulose and a proportion of the magnesium 
slugs then milted to prSe grlnulls of s.^^^^^ ^"^'^^'it "^^^^'"^ the preLed 

passed through a 30^mesh Ic^reen^nd then^ magnesium carbonate was 

remainder of the magnesium stearatL Th« r^i^?, ^ ^'"3^' cross-linked PVP and the 

Twenty five tabtete as above w-rJfiLdTnra ^^^T^^^- '° °" ^ "Machine. 

(1 g) and the cannister and oo:Zn^ttl^^^.V^:Vs^^^ -^'^ed 



15 



20 



Storage 

Period 

(Months) 


Storage 
Temp. 
(-C) 


Stability (% initial) 


Amoxycillin 
Trihydrate 


Potassium 
Clavulanate 


Initial 




100 


100 


2 


37 


98 


97 


4 


30 


100 


96 




37 


97 


94 
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EXAMPLE 9. E^an, 7 and 8 were also produced in film coated form as follows: 

rue Drfming coat ingredients were added to an organic solvent (a diohloronnethane/methanol 
mixture) a^d^ high speed homogenises used to disperse/dissolve the materials^ ^|oOO%abletTt" rough 

same manner. Details of suitable coating materials are given below: 



Priming Coat Composition 



Ingredients 


mg/ tablet (approx.) 


Hydroxy 1 propyl methyl cellulose film-formers 


9.0 


Ethyl cellulose 


2,25 


Diethyl Phthalate (plastici ser) 


2.70 


Titanium Dioxide (pigment) 


4.0 




17.95 


Top — Coat (Type A) 


Ingredients 


mg/ tablet (approx). 


Methacrylic acid — methacrylate oo-polymer 


11.7 


Diethyl Phthalate 


2.3 



Top - Coat (Type B) 



10 



15 



20 



25 



30 



Ingredients 


mg/ tablet (approx). 


Opagloss (modified Shellac) 


7.0 



10 



capsules by hand or on a filling machine. 

^■^•■^^ dry unit-dose pharmaceuticai composition s i«b,efor^^^^^^^^ 1 ^ 

V^^^^sl^^:^^:^^'^^^^ re ^^S^ TJ.o.^......om. .....r... to 

^'^'Ta:^^^^!:'^::^^^^^^- ^ wherein the ra^ois^om^^^^^^ 
tHhydfatt-fTo^^^S-glo'^O^mg^^^^^^^^^ 

^"^T^sHiEHi^SaSei^s^^^^ 

"^'^^'^^ A composition as claimed in any of claims 1 -6 which comprises 1 25-1 50 mgs of 

A packaged pharmaceutical composition of enhanced storage stability which comprises a 30 
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closed container containing one or more unit-dose compositions as claimed in any of claims 1 — 8 and a 
desiccant. 

10. A paclcaged pharmaceutical composition as claimed in claim 9 wherein the container is 
reclosabte by means of a screw-top. 
5 11 . A packaged pharmaceutical composition as claimed in claim 9 or 1 0 wherein the 5 

desiccant is silica get. 

1 2. A packaged pharmaceutical composition as claimed in claims 9 or 1 0 wherein the desiccant is 
crystalline sodium, potassium or caicium aluminostlicate. 

1 3. A method of prolonging the storage life of a composition as claimed in any of claims 1 — 8 in a 
10 container which comprises storing said composition in an atmosphere maintained dry by the presence 10 
of a desiccant in the container. 

1 4. A method as claimed in claim 1 3 wherein the desiccant is silica gel. 

1 5. A method as claimed in claim 1 3 wherein the desiccant is crystalline sodium, potassium or 
calcium aluminosilicate. 

15 1 6. A method as claimed in any of claims 1 3 — 1 5 wherein the container is reclosable by means of 15 

a screw-top. 

1 7. A process for preparing a pharmaceutical composition as claimed in any of claims 1 — 8 which 
comprises bringing into association the components of said compositions. 
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